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1 B3The annlicant reaucsted examination as to substance and examination has been carried out on the 

• '^^^^-?dSfi^aS^.S5on for invention under Article 35(1) of the Patent Law of the People's 
Republic of China (hereinafter referred to as "the Patent Law"). 
□ The Chinese Patent Office has decided to examine the applicaUon on its own mrtiative under Article 

35(2) of the Patent Law. 

2 B The applicant claimed priority/priorities based on the application(s): 
filed in JP on Aug 1995 . filed in 

, filed in 



filed in 



on 
on 



on 
on 



3. □ The following amendments submitted by the applicant are not acceptable under Art. 33 of the Patent 

□ The Chinese translation ofthcanaendnients annexed to the IPEARep^ 
O The Chinese translation of the amendments made under Art 19 of PCT. 

□ The amendments made under Art. 28 or Art. 41 of PCT r-.i. » ^ t 

□ The amendments made under Rule 5 1 of the Implementing Regulations of ttie P^^/'J^.ff^^ 
Specific reasons why the amendments are not acceptable are set forth in the text portion of this Notification. 

4 BlExamination was directed to the Chinese translation of the International AppUcation as originally filed. 
' □ Examination was directed to Ihc application documents as specified below: 
□ DescriptionD Pages ^of the Chinese translation ofthe International Apphcation as ongmaUy 

□ PagS*__of the Chinese translation of the amendments annexed to the IPEA Report, 
n Paces o f the amendments made under Art 28 or Art. 4 1 of PCT. 

□ Pages o f the amendments made under Rule 51 of the Implemenung Regulations of 



□Claims 



tbe Patent Law. 

□ The Chinese translation of claims 

filed. 

□ The Chinese translation of claims 

□ The Chinese translation of claims 

□ The Chinese translation of claims 

ofPCT. 

□ The amendments of the claims 



.of the Intemational Application as originally 

of the amendments made under Art. 19 of PCT 
lof the amendments annexed to the IPEA Report, 
^of the amendments made under Art. 28 or Art. 41 



.made under Rule 5 1 of the Implementing 



Regulations of the Patent Law, , - n ca^ 

nDrawines □ Paces ^of the Chinese translation of the International Application as ongma^^ fUed. 

^ ^ □ Pages o f the Chinese translation of the amendments annexed to the IPEA Report. 

n Paces ^of the amendments made under Art. 28 or Art. 41 of PCX 

□ Pages o f the amendments made under Rule 5 1 of the Implementing Regulations of 

5.ia Below is/are thfreS^Tcefj'^^^^^ in this Office Action (the reference number(s) will be used throughout 
the examination procedure): 



No. 


Nuinber(s) or titlcCs) of Rcf6rence(s) 


Date of Publication 
(or Ihe films date of connictmg application) 


1 


HEPATOLOGY, 19(4):962-72 


Ti^4-A. IVifi^rit-k- "Vi*ar- 1 QQil 


2 


J BIOL CHEM, 266(6):3361-4 


■r\«+*». "M^rkntK* Year* 


3 




Date: _ Month: Year: ...^ 


4 




Date: Month: _Year: 


5 




Date: Month: _Year: , 



□ Claim(s) ^ 

the Patent Law. 

□ Claim(s) — 

□ Claim(s) 



6. Conclusions of Ae Action: 

° S m fSS^S^r contained in the application is not patentable under Article 5 of the Patent Law. 
n Hie description does not comply with Article 26 paragraph 3 of the Patent Law 
O Tile ^ of the description does not comply with Rule 18 of the Implementing Regulations. 

^ n"aSm(S'!l!_ is/are not patentable under Article 25 of the Patent Law. «,„„„«h i 

□ cSs) ZZ does/do not comply with the definition of inventions prescribed by Rule 2 paragraph I 

□ the novelty as required by Axticle 22 paragraph 2 of the Patent 

B Sm(s) lz4 does/do not possess the inventiveness as required by Article 22 paragraph 3 of the Patent 

does/do not possess the practical applicability as required by Article 22 paragraph 4 of 

does/do not comply with Article 26 paragraph 4 of the Patent Law. 

n Claimts) does/do not comply wiA Article 3 1 paragraph 1 of the Patent Law. 

B cEfs i^fid^do not comply with the provisions of Rules 20-23 of the Implementmg Regulations, 
n riaimCs^ docs/do not comply with Article 9 of the Patent Law. , , ^. , , v«„ 

n cS(s) ZH Sdo not comK widi the provisions of Rule 12 paragraph 1 of the Implementmg 

•mf^Wtions to the above conclusions are set forth in the text portion of this Notification. 

7 In view ofthe conclusions set forth above, the Examiner is of the opinion tha^ . 

nT?^annlicant should make amendments as directed in th^ , . 

S S nrpS'^^htlT^^poundintheresponscr^^^^^ • "^^^ 'L'tToo^^^^^ 

amemhnents to the application where there are deficiencies as pomted out m the text portion ot mc 

Notification, otherwise, die ^PP^^^^;^". ^^^^^ if the applicant foils to submit sufBcient 

St The apphcation contams no allowable mvcntion, and tnereiore, ii we appui^iu 
reasoiw to prove that die application does have ments. it will be rejected. 

* «tog^m LTof^n of the NoScalion, K wUiort any juaifi«l rca^m. the ome luntt » .o. 

Reception Divisions have no legal effect. mterview with the Examiner in die 

(4) Without an appointment, the applicant and/or his agent shall not mterview wiin uic 

9 Tlifs SficSSi contains a text portion of i pages and die following attachments: 
B i cited reference(s), totaling i pages. □ 

Seal of the Examination Department 



Examination Dept. 



Examiner: Suo, Guanpdu 



Chinese Patent Application No. 96197349.8 

Text Portion of the Notification of the First Office Action 

1 . Claim 1 seeks to protect a medicament comprising HGF gene. The cited 
reference 1 (D1, Hepatology. 1994, 19(4):962-72, see the abstract) discloses 
that the liver repair of HGF-transgenic mice can be increased. In view of the 
pharmacological activity of HGF gene disclosed in D1. it is obvious for the 
person skilled in the art to useHGF gene as an active component of a 
medicament. Hence, claim 1 does not possess the inventiveness as required 
by Article 22(3) of the Patent Law. 

2. Claim 2 seeks to protect a liposome containing a HGF gene. The cited 
reference 2 (D2. J Biol Chem. 1 991 . 266(6):3361 -4, see the abstract) discloses 
a process for encapsulating heptatitis B virus surface antigen gene in 
liposomes and introducing it into cells by HVJ (hemagglutinating vims of 
Japan)-mediated membrane fusion to express exogenous protein In the cells. 
It is obvious for the person skilled in the art to encapsulate therapeutic HGF 
gene into a liposome to use as a medicament of gene treatment on the basis of 
D1 and D2. Hence, the content of claim 2 is obvious, and does not possess the 
inventiveness as required by Article 22(3) of the Patent Law. 

3. Claim 3 defines the liposome in claim 2 as a membrane fusion liposome 
fused to Sendai vims, which has been disclosed in D1. Therefore, in view of 

' claim 2 does not possess inventiveness, claim 3 does not possess the 
inventiveness as required by Article 22(3) of the Patent Law. either. 

4. Claim 4 seeks to protect a medicament comprising a liposome according to 
claim 2 or 3. In view of the disclosures of D1 and D2. for the same reason 
above-mentioned, claim 4 does not possess the inventiveness as required by 
Article 22(3) of the Patent Law, either. 

5. The subject matter of claims 5 and 6 is a medicament, but their 
characterizing portion is the use of said medicament, which renders claims 5 
and 6 unclear, and thus do not comply with Rule 20(1) of the Implementing 
Regulations of the Patent Law Even if the applicant amend claims 5 and 6 into 

Pagel of 2 



use claims to overcome the above defect, daims 5 and 6 still do not possess 
the inventiveness as required by Article 22(3) of the Patent Law. Firstly, the 
medicament in claims 5 and 6 does not possess inventiveness, and secondly. 
HGF protein can be used in the treatment for arterial diseases and cartilage 
injury according to the disclosures contained in the description. Well then, it is 
obvious that the HGF gene after expression by introducing it into body with 
transgenic technique has same pharmacological activity as HGF protein. I.e.. it 
is obvious that HGF gene potentially has the use for treating arterial diseases 



and cartilage Injury. 



In sum. all claims in the present application are not allowable. Moreover, even 
if the applicant limits the protection scopes of the claims according to the 
content disclosed in the examples, said claims still do not possess 
inventiveness over the disclosures of D1 and D2 (see the reason in above 
paragraphs). That is to say. the description also contains no allowable 
substantive content. If the applicant fails to submit sufficient reasons to prove 
that the application does have patentability within the time limit specified in the 
Notification, it will be rejected. 
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Expression of hepatitis B virus surface antigen in adult rat liver 
Co-introduction of DNA and nuclear protein by a simplified liposome 
method. 

Kato K, Nakanishi M. Kaneda Y. Uchida T. Okada Y. 

Institute for Molecular and Cellular Biology. Osaka University, Japan. 

We established a simple and efficient method for gene transfer 
cultured cells) and in vivo (to an adult organ) using liposomes. Plasmid DNA 
'ani proJe n wU efficiently co-encapsulated in Jiposo-s by agxtat.on and 
sonication and were co-introduced into ceils by hemagglut mating virus of 
(TO -mediated membrane fusion. Introduction of the Escherichia col i 
ie?a-galactosidase gene with non-histone chromosomal protein high mobility 
Eroup 1 (HMGl) into LLCMK2 cells resulted in about 3 times higher beta- 
Sractos dase activity than that on introduction of the gene ^wo days 

after injection of HVJ-liposomes containing the beta-gal actosidase gene ^d 
HMGl under the perisplanchnic membrane of adult rat l^^f ' ^^P^f ^^^^^^^ 
near the injection site were found by 5'bromo-4-chloro-3-indolyl beta D 
aaUctoside staining to have beta-galactosidase activity. After similar 
?nject?on of Svi-liposomes containing the hepatitis B virus surface antigen 
(SesAg) gene and HMGl. HBsAg was detected in the serum for 9 days with a 
maximum of 25-45 ng/ml on day 2 after the injection. 



